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(57) Abstract 

The present invention is concerned with a novel monoclonal antibody which binds strongly to a protein antigen associated 
with human tumors, including carcinomas of the colon, breast, ovary and lung, as well as melanomas and . sarcomas. The antib- 
ody binds to normal human cells to a much lesser degree than to tumor cells. The antibody finds use both in diagnostic methods 
such as the detection of malignant cells associated with tumors and in therapeutic methods for treatment of humans with tumors. 
Also disclosed is a novel 100,000 dalton glycoprotein antigen found on the cell surface of human tumor cells. The amino terminal 
amino acid sequence of this antigen is (I), in which X represents an unidentified amino acid. 
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< tin*rto«#iifli*«)iai« ** ftt*B»affl^« 

ffllicco J: -5 Jc5fe<0«fflOSEftT*>), ±K»c?|fflLfcJ: 

*c-7tt»*i=wtT4»«tt*#-r4tt*tt, aa 
ft. coicrat±aia&oft<t:^iiaWB©«5aea^, *ft<± 

orttfi^n. -t-n(iiiii«^^«j»* nft**a*^«ffl 

T^J:<. *ft»**.Ifll«rtT*a-f *tt*tc J:-»T 

T, *n6liiltl«t4fttiiE*T««0^«ffiortfficoor 



* h & m rt t £ ie * ft jfn * «) a * m « -> t a a + * « n * 

* i* «Stt*ttteB«ic ittWfrHttoft 

«BW ttftti* * o-^- 

Hog 4 y (* i c icisas *<twje 

fits, *y ? o-*-,iU$t«:. ftfcfiftXU »*fcL<U» 
KD) O*9tttt«tf$MiMf*»tt«*»0fcl6©E* 



#*¥4-503945 (9) 

tt<*£ LT* J 9 o -**ttfls<Df$fe 9 Kttffl* nr t> J: 
t» • (tUtf, K * 9 - * (Dvorak), at a 
1 . . Am. J. Pathol. 133 : 9 5 - 1 0 9 
( 1 9 8 8) »jR) 3 fclcHi IT, W80f^>-;- 
(nm) eaa**"*-* 'J * v-AfiflftoaattOlfeV 

a**a^raiR*i'xaa***fe0± ltmw* tu * 

»4LT'J*V - A ©ffiJfl® LTIi* *<4 

O (We I m t e U) , J. N. . Cancer 

Treatment Rep 88 : 127-134 (1 
9 8 4 ) *M) 

Hue**.** i) aasnfctt«tta«i>irt^iiA 

OKI, 2) Bff'vOfttttittMett&lTtC&'lUc 

4<*Kiiz«LTi«*i©«flt**ai-r*fc*K* &ste<oaa 
-fctf 3) Sttr* 

0 1. V. tt#iitttt-di*ffcft&eftffl**<to i. v. 

* 4 ICA*WTM*««* fcttftSLfclllilcttir 



gotttticttt'-c affiant fciifttoaac «t 9 am * n 
a*wicM*na«»K»L 

l^, Iftlffttffl£fie*l7* 7*U > ti^lC d <0 T^o-^C 

Lti5*ff£L, *niilS3 4 0 +o/^r/ (KD) 0 
-6. B«e» 7 < 7 U >ttIE* ttllttt ft 

«ttrtK**w^ritott*40att**^ttic 



7 'J >©*«tt«tt»K€*W<Dfr** J: tf£&ttf*j£0 

jh » * * 0 a R * = * n r it ( = * * & £ as « ^ o ie a f t x 
4) i**n»$>*.7.f r'j / -y >«ta»jiy7^ r<j vet 

?-3<0lfl!lT*4. CfciAli, (Ch 
risteneen). et a 1 . ( Cancer , 1 
988; K*K5-? (Dvorak), et a !. , N 
E J M 3 1 5 : 1650 (1988) : *J:cr'7*-f> 
(Jain), Cancer Res. 48 : 2 6 4 1 
( 1 9 8 6) llll*fTf»ttO»ft<*©flbO *«:<tW 



mximmmmnxi « .tM^s^a* t>* *«a* Acrta 

($r¥*ffiffl:7 0. OOO-l. 000, 0 

o o *tei<*ncii) t u< v-a*#*, &a~ 

-WTIi, * + * > (#**1 5 0 K D ) lifcffflrft 

£a*4«6;&n*oaffiffi©a*tt©K<t**-f awi; 
£tt*ttfcStt©**#**E«*-*&B**fcL, *n 

*>*.«tttl=©*(C*^T*b < Sat*****. te*A£ L 
^O*tt4$nfcj6«<0«/'Jf< (modal i t 

ica*Sft*tfttni*y * o- 4 ft©* 

©w»»« * a© A »**«&»«© 
fett^^icaKsnfroaTrsnft^trA*. 



?J« 3 F4-503945 (10) 

i- ^^ g - ***** 

ftH&*f*tttaK*fLTaatte/?B-4-*ttflEti 

aaffl«aictfw©tta»c*t ur^aa-*** « t>© m^t 

«<> IE*>xfc*©iS;l8tictt CcftWfttieffJItt***- 

*©©t»#fr, #«©wtefi % cn*©*y * o-^^tt 

&#«»ffitttc*i^Tifc*tt»ft©att*a#^Ka4»i- 
it*5, ? o -*;H*#li|ffl!SM©#JUt© J: 

4. 8 6 1, 5 8 ll=H*$ft*J:5fc, *©tta^©tt 

■ aSfcttjEfttttoMttarctt-t-ft l*< o*o*y * o 

!U l*afcC*JJ3*Itt?* *• (Ctntocor. Ma 
1 v e r n , P A ; Hy b r 1 t « c h, San Die 
go. C A) *n£t*© © « 3 «> U A- CK o h I • r ) 
I <( > (Ml I t t e I n) © J; < *l 

fc'W^'J K--7j*(c86^Tffi**nrtJ:<. ( Nat 
u r a 2 5 8 , 4 9 5 ( 1 9 7 5 )) r 



^»MPfep kit) (Bitbetdi R e a 
earch Labi. B e t h e a d a , MD) OJ; ^ 
tt + * h (kl t ) ©tt*f=86-»T, P3X63-Ag8. 
653 (American Type Culture 
Collector, Rockwell. MO) OJiH, 

DM;ru-KD">x^ (We I I t) CfFg* tU * 
C-C*ftt»(±ttBM4W3*l*. (We 1 I i) C 

**l*«±*f** fc&*K* EL Z SAtD^VjlilttU 

#1*^ 77^if^ — (A f f 1 -C e 

I) A*#A ( column) (Bio-Rid, Ric 
bmond. CA) tfflflBT * J; -5 i=, y;^o7hH 

■ WTrMWteWJMIfttt*-/ *o-***(*\ Lym- 
1 43 Atf L jr m- 2 Stli. (Technlclo 

n e International. I n c . , T u i t 
in, California) 



a&«:*ffff*ifc»«>eFfcii. fctiij, ac«tt3->* 

T««*n/S IJI I ? a ( lS1 I-mA 

ba) OtlKIOUjftlt:* / ^o.-^^ttdiO*ftl= 
J;9, tt7?77-l/>, A. (McFarlane, 
A. , Btochem. J. 82 : 135-143 (19 
56) ) OUttifn/s^D^ ; >-TmizJi 0 ffl « 1= ft 

#©ftffiKiCttl*Lyra-l*iJ:tfL7ra-2*y?n- 
^^tt*KAtr*Wli:*^rKifi*n4J:3 <CK*art 
©iEIBtt? i?5t-fAy79-te-fiSK:J:5 ftSftty 6ftT* 
l', (Bpitdn), A. et I I. , 

J: tf* >* : *»W6i;c;rfeff^ia^ 

( Malignant Lymphoma 6 and H 
odgkln' s Dt«ease:Experimen 
tal and Therapeutic Advanc 
e a . ) Uart Inui Nijoff Publ.C 
o., Boston (1985), pp. 569-577) 

^o-^yUtft#*v lli(ft4fl£i: 
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( 1 0 0, 000cpm)«>tf> 
ISA* 1 S **CiK«»*ft*:»£**» &ft«. Tft 

«ftfifc«*ft*-9jto«, sstcsf *«cc;Bi>&tt4<tt 

WHL7YV7t-A (HL i 8 0 f o r m) , ft*© 
F (ib' ) j SB &s «fcliPabtS*7^y^Ot» 



*§$¥4-503945 (11) 

fflffl*S*i:t4o Fab, HL£<ttfF (ib'),0 

a -5 >xtt<*7 ? r > > K*, *nfn4tt*o 1/3, 1 
/2*Atf 2/3©xa*WL, Sfflrtixataotttf $ 
* * © te a * *r t * -a * 9 a a k « x i& a * a *= r nt » t 

S©T0«f*ilc J: Oftli:fittt« 3 £tt<V ft 4. L*l 
Fab* H U fcitfF Cab' ) , 7*?/> 

I b onk «t a I . , Cancer 48 : 1 7 6 
8-1775 ( 1 9 81)) I*, Mfcfcf LT«*#F a 
b 7 > h ±tt£r*M£# J; 9»< „ L*L£ 

tt**^rf *aaic6v»r«i6W«gt*<3 < «« 

C Lfc. * o-^tft-jYviajattttBt (C 
EA) *fflffcef«ic*i^r, 7-*& (Wah I 9 t 
a 1 , , J. N u c t . Mad, 2 4 : 3 1 6 - 3 2 5 
(i 9 8 3))l*,F(ab'),^7J/^ M<fca 
tc»»*nfcFab79iT^>hi3J:Vtt*li»»*nfc 

a b 7?/y > M*/<><<r >ir Jc«^K#OfB<fc, 
K^i/>ICJ:*F (ab' ) 2 7??/ > FmO^^^iO 
rfl<fcKJ:9ffl*S*tTfcJt<* -B(075/> > h*XHj 



T *> * V>« - 9 - (Por t e r) , R. , B t o c 
horn. J . 7 3 : 1 1 9 ( 1 9 3 9 ) »i) HL7f/ 
/ V \ f* Nature 1 9 4 : 355 (1 9 6 2) * 
tt PNAS (USA) 50 : 3 1 4 - 3 2 1 ( 1 9 6 3 ) 

2. fc(ig*«t?- 

* 9 k I £ 43 1» T IS W tt ■ « & *T fc X * M. tt I* * ft * «t ^ K, 
«*cattt*»»K«^fc»r«*t*ft*. «ffl*ft*^F 

iftgft»ft©*»i©gfl 

C©8W©fl*f*»tt©fc8E»**l**ft$©f*8©« 
£lc*UTXfl* fcli«*«*f***K?i)$ft*o S$T& 

*0**a6*i*a*n *wtr©isaffi»ft6. 
dtifff*»te©asf*tt* *o- 

J^tt«a«*fctt£*rt« a* 

&tztzx>s aaoKft6j£cr/*fcttaaic6it«fiiiv 
aatt*aan-* fc>i(c«fflin4, tft&ftaanKtt 
annatea©*** t ftuaaubvo rsn^tsj ©sat* 
**** c fcejs 5, h l < (*fln*«ica*«ttic*^* 

*8tt&ibi*« t^o^t-s;* ftFfttt&Att, ffaatt 



«gT««o en soiBtti*«a$ft* iftffffittaoH?- 

*ft4(ia«^aaL^^tt6f«aA*nri 

- tit >c-r *ft:»fiia«jflitt«*i j:c; 
duxaatefcfUfljr** 

HV^TmiibaFfti,, 

fts» ^* b * y 5 (em ca * ia«fMtt<o c» © a 
tax* a**t; e 

da-), fc^rjCK?** (dodaca-) K7*f K7i 

Kar*0s c o o H*a* t> 5 1 00 7 * -a 

7?i> (Phe) aitfti. *ftft(*Jfllff* *lfil« 

«j:t7n^aaea^r»anttattn»^ 

(xyUx^//U(Er8pamer).V. t 
TINS , Nov. 1981, PP. 2 6 7 -269) t 

»eaaoief7ttowa*a urd!i»ffiafe xv? * 

(Lambeck), 
F . and ^^7*A (Halie r) , P., Nau 



nyn-Schrae (debars' 9 Arch. P h 
a r m a c o 1 . 3 1 0 : 1 7 5 - 1 8 3 (1979) ) 

fcitofrt&c (^yATA? (Higoraitk). 
0 . at a I, , J. Iflgert. Dermatol, 
U.: 2 3 3 - 2 3 5 (1978>)»W©*f*L^** 

itflrit, *7x*>x-p*jj:tf]Bi£*©»ffii** 

*SBt^ttH-e**x;U7-f K^^f KT**. tt#©ffi 

r iifliwirfc it* :n 6 ©«*r«aa©f*s*<(etHT* *• 

WICSHT* a*3 Mx>B 4 . C, , D 4 *fcl*E ( 
Uflt*8Btt(C t V»T»aBtt!ftl£Hie* t fc &*© icttfB* 

K^f* h'7 1? / *t#7cr f--f > C 3 ii * 

Of C 5<Dtt*ttMHt*. ^n^nfgttffc^?* KC3»6 
ACT C 5 a tatib-r $o cnSO^^^KKTt^O* 

l-t'>>4»3nti/:, C 3 a J3 J; f/ C 5 a liif tto 



»*¥ 4-503945 (12) 
tx; acute *ttfcar$ifi7j*wr *. scat* 

^ti<C3iiB^LT, C 5 a liAffcttT* Os Iff 
*5*©*j£*>J;tf»**?iec**c (Najat 
a ) , S . a t i I, . Int. Arch. Al I e r 
gy A p p I . Immun. 82 : 4 - 9 C 1 9 8 7 ) 
Sffi) »^©fFt L U JI«<k«T?li, C 3 a. CSaU 
tt*ft*©£fc*tti=:fttt©**'<7** KEWli> 
***©#*>*© wrmrfc. a* -***«*x* / * o 
;Hft#t=»6stu ? p-*-*tt*©ifliwrt©*att 
*ffia*« fcaeotrfcir^o ± it. ■««ttcJ3 

*HT**<D C 3afta©aS*£A-Ct'& fe©lc «* 
£a*3n*o (fciU* (Huili), T. a 

Dd i'j;y>{Erlckion), B. P N A S 
USA 7 4 : 1 8 2 6 - 1 8 3 0 ( 1 9 7 7) 908) 
0^-a^ + >IL-16Jicri L~2tt5CMC»» 

* ? a -'/^H? (TNP) t$6"J >7 t^-f 

* ft . ( £ * I* * ftVI'ai* h (Kamps chml 

d t ) , R . « J. Leukocyte Biol. 36 : 



341-355 (1984) »JH) 

( L - 2 l*A««6«s^««IBl£« LTWlCatST**. 

*<„ v7t*-f>/Sttft*nfc + f- (lak) tit) 

K»4«h4c*. tftTJ© A *ffitJfe**-f ft A-jTfcft* 
UT©ffiBl*I8i2Snft J: , tftf 

(7x7v> (F » i rma a) , R, ot i I. . C 
a n c e r Res. 4 7 : 3528-3532 (198 
7;Roien«tein et al., J . I mm u 
not. 1 3 7 : 1735-1742 (1986) »M) 
l*L,**<6, I L - 2 <Dlfil«{*tttt©*»ttl*£«»W© 

»ffi»*wi Lxottfflcj: <aietr^*. 

■J >/<fiJt**£© I L-2 ©fttfi*«» *"5TNF *<ffc 
B«J>7#M > i «^ L t*^j« ft * * 

tt©*C\ 'J > 7 * * *f >©feffi»£{*li I L - 2 ©feffift 
fcf*£ttfl ITHflUtt £« (^?»!/ (Tilmid 
g e ) o t a 1 . . Cancer Res. 47 : 2 
563-2570 (1987) ;7<iJ^(Phl I I 
p ) , R. and x7*XM> (Bp « t e U) , L. 
• Nature 323 , Sept. 4. pp. 86-8 
9 ( 1 9 8 6 ) 0fffl) 



aflcirfci* ftffiffiic* l-T^ft. (fcUK^ 7>hi 
(Antoni).C. et at.. J . t m m u n o 
I . 1 3 7 : 3201-3204 (1986) *H) 

K© t> ? 1 o<0 J'* -71* AH h 9 

^**K(ECF-A)* Val-Gly-Ser-Gl 
ujs^A I a-01 y-Se r-Gl uT*9» tnb 

■*■«. (^-^-^{Turttbi i I), L . et 
at.. Immunology 32 : 5 7 - 6 3 ( 1 9 
7 7)) 

4 &l=A*f»£©ftfftt&<*£*ltTtta»n« t ft* 

H7"f Ft**, (Okano). Y. et 

a 1 . . Fed. Europ, Btochem. 3oc. 
1 8 8 (2 ) : 363-366 (1985) ) «F* tv»* 

Sftfc^fftOT^ r^<* >T fcaa-wnw*^ * u - 

t^tlt# (mAb) i:»^»tii. (tM(Hlrai) 
, Y . e t a I . . Cham. Pharm. Bui t. 
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2 7 C 8 ) : 1942-1944 (1979) 0H) 

+ »jy-/vt(aitJ:^'X#Jltt*Wr* ( » (Se 
r»f In, W. and, Aurtln, K. . NEJM , 
July 2, pp. 30-34 (1987)), »WO 

«*-4*Jltt*/ * o-^^tft» (oAbi) KftfcSn 

*W«-**«^ttllll'J*S-Sttfl:H* (PAP) ItfcK 
»&f*©Ifllfff*»tt<D»JH-ej&*o P A F ttfegEgJCOtlt 

e t ) . P. and Rola-Ple»ie*yhek 



4-503945 (13) 

1 , M. , Immunology Today, 8 (11) 
: 345-352 ( 1 9 8 7) ) PAFli. flic 

>s;>OJ:7f£ftOlilL*fMtt3n01»*ft«-f «• &ffi 
*fcffi»fcf*i LT&m$n±1 t Z tl &fit<OJBJW0SB 

RWOtfct -5 loo*#«Ttt, JftEKTftn, try 
oAh-^ (Viprot to I) . ^ox^^5>y> 
(American C y a n a m i d . P a a 1 
River. NY) fi&£tt&<*& LTfcte©***« 

E*IS<t«, (ftXChaa), P, et si.. 
J.Hypertenilon 4(8) : 7 4 I — 7 4 
6 ( 1 9 8 8 ) *ft) S&7l=$^fc r d 

ramie, ffco A«fb«icftvT« jto£E»r©«i*twr 
5 zi^jED&ft-cu* xao^ox^? >y (pc 

E ' s) , tKit&55tmto&litom*}^<*Sl*tiiZti)< 
site?* 5 s (tT^>-K^ (Bi rabaura) et 
at., J , Medicinal C h c m . 25 (5) 



: 4 9 2 - 4 9 4 (1982) tf JR) 

20JBOSS«:tat:rfti«t*P (*?7< > (S e r 
»f In), W, and *-Xf > (Au i t I n) , 
K . , NEJM . July 2, pp. 30-34 (19 

8 7) ) JaWOfr * Ll*Jl#fl:WtM*, t X* i >UIII 

:/tt*<©fcffii»aWm***€***n * *X * ^ 

9 { $ s c A s r oa r c * s C a r 9 r / s / s *) 

*t,Bt**n*iS - l. ett^snfc* y r^a-xra 

i„ (/nyxHGlonky), M, at a I . , 
J. Reticuloendothelial 3 o c 1 
e t y. 3 3 :401-413 (1988))*<* 4 > f 
- o -f + > I L-2 0 **ttT* 4. * -9 

7 K (Sherwood). E. et a I . . J . B 1 
otogical Reiponae Modifier 
t 7 : 185-198 (1988) *ffi) 



fc, dH*^ftttOC Z its ±VCS h't&f&ti 

i#> fl£*<*'MRICS n* J: -5 l=iS« 5 tl i -< * "C A * . 
a ) Kli, •> UT©*l*«i: LTfibn 

rt»j:^ 8 l -it*- 3 - ( 3 - s> > 7*^r s J t a e 

;U) *^»K'^; K (BCD I ) it. ^ra©7>^OElSl 
!CBfffiR« < , ft tt££&f*0 UK 

ttl^a*a«r«. (^v K 7 U > K (Good f r I 
end), T, et al. , Science 144 : 



-13- 



1 3 44-1346 (1964) 9H) 7xf I/; > t fz 
(Hv;-o< + >*L7m - 1 tfc(iLym-2K»S 

b) N-X?->>^J y>3 - y^^f t) 

^ae**-h (3POP) tt* ^pf-OOKiTi; 

ffl*AT**^fo-ffitt*T**. (*-;uy> (C a 
r 1 a a o n ) , J , et a 1 . , B I o e hem, J , 
1 7 3 :7 2 3 - 7 3 7 ( 1 9 7 8 )) 

c ) *y ^ d F Cab' ) % 
H:C3a*«^-f*ft*!>SMCCj»©«fflt*«3^0»I* 

d ) (Shen, et al. ) iS !B« * 

(•>iV(Shen). W. -C. , * * -f * * 
(Ryaer), H. . B 1 o c h em, Biophya. 
R«», Comm. 102 ( 3 ) : 1048-1054 
(19811 ) *; 7 o- + /Wtt#lcKJW* 7ox*-/U 
(V i p ros t a I) **&r4fcii>i'X-73-*/U 

M**fl:ottfl (in 4 churl fc. 



»«¥4-503845 (14) 

ftffc L*-3«Mt-«©ttttJlTa * 0 #^irf«dILO* 
MSliN a B H 4 VMTztf tlti i, v 7 *mtt&V ? a 9- 4 

>±<0NHj*4»dr*c4*«tr#*« (ki 

tao). T. and MJ (Hi t t o r I ) , K. 

• N a t u re 2 6 5 . January 6, PP. 8 
1-82 (1977) ) *y^o-f^tt*^/yUrt>4 

aa-r * te * aria s o KB* at <to ttffl « « s i= n x l 

f ) N-b Ko+v K (NHS) li * / 

4A*«***c4tt< * o * >? 3 oao 

»***t*tri©liM*AT*»* t (*** CSmyt 
h) , M, at a I . , J. Nat 1. Cancer 
1 n a t . 7 6 ( 3 ) 503-510 (1986))* 

a<Ottfl!fi«6 L ft. 

-*;ufc*i=illi«fMtt©»*l*<ti$*ft8fr* 



aSttttSfcACt^K^iCBindon et a I. 
) . Br. J. Cancer 47 : 1 2 3 - 1 3 3 (1 
9 8 3 )) \z *->TE£* UriJ**&«&ftffiRlE«Sfc 

#»fcS£©ttf*;tiifcR l t b o HJa.t© 

m c jt tff&* (c *> & s#r<o wa&tt * ft*i= r * *c * * 

<DH<0«^"»Mtt2i>tt < t $>W 2 0 #tt**9 * 
8»(VJTt*W 7 2 B9M fc * i t ti^ffl * n«, Ifllfffttt 
SflftflE $S*M 



tSttis J: i7teiF*ft(t^^^£Ki«5t©MTff ar?n&o 
ifiltf^»te<0»^*O»JRWttlft4*i**fcCOJ:-5 

n i 



6tt 

*-i>lffliS[±lmg/ml'7 VOUirAyi 
0. 0 2X«fb* h 'J * A*£t;?wP B S-C2flt*#»n 
5o (7^S>tt»©l&8i3J:0Bet><D*f|$fc*>©£fc 

fc J . Wat* I Cancer 

1 n i t, 3 7 : 547-359 (1966) #JR) 1 0 

0 ft I * 7 r - (buffer) £*JV*T*tf» 

(we 1 I 8) KhZ^y h-C£A*n* a ( * A a > U 

-r>3-<U-ff 7 7U>t>K!ir, VA) (Im 
mulan Removawell S t r i p • ; D y 
natech Lab*,. tnc,,A(exandr 

1 a, VA) -r-f ? a 7 4 7? U - h l± 8ttt8ttA< * 
»ctt 6* *o*B<'fcfct: 7 i>K*6fc PBS i=o#bs 
A 1 0 m g/m 1 T-atffttSSn* ■ (ttJfcttfc^fcA 
ft*c£rt<-C$*lym-l*?J:tfLym-2CDJ:7<t'J 
>^iMR»ttM«ft*y * t3-*;^ttfl:li*■*- 
? a - > 4>9- + i'9i'At Y>3-*U^f^yK 

(Technic lone International, 
I nc. ) 7 X* > (Tut t i n) , Hfr? *fi,=.7 
(CAI i fornla) *&AMttT**. ) 
Btt«c-e*J»4hfcLFm-lJBJ:aLym-Zli*6ic 
(*«100Al/ / '?*^rtlc(100 ) OOOcpo/-) 



»9¥4-503945 (15) 

— * — *C (1 2- t I p mlcromatlc ma 

nifoid) -e±/t*eHit,tt*<*4*ifc»an, 

*$>K9<<9- + 4 y 7 vfr + f- + *fr \£*< y I (7 
o-»#n'J-XH VA) (Flow L 

«bs, McLean, V A ) L, T 2 0 0 U l<0 Sfe 

7r-rtKlOBl**tfB*1-*« (we 1 1 

****S*-r-« ft »6 if > -7 - fr 7 > 7 - * *l* . 

7 -f If U 5 > ( t s$rv>riijJU3-#l'->m>^ 4t> 
FAO, MO) (Sigma Chemical Co. 
, St. Louis. MO) |i*Jt,«Ky^f J Kiiri:J:9* 
V*a-**ttf*Lym-t**tfLym-2(C»63n 
<5 , 7<1TUJ>, Lym-l*fcliLym~2, * J: Cf 
+ - (2--e^7*');xf;l 1) 

AAiKi;^ i K>i h-p-FAxvxA**-h (CDI) 
(7^KU»f<ri*^3-#V-^ I ^ N ;^<7<-- + 
WI) (Aldrieh Chemical Co.. 
MI Iwaukee. WI) liffftCLTL : 3 . 6: 3 



K£lipH7. P B SK*t**atf 

U*t>»ttS*$ft*. P P L CU*--fa-x 

(Superose) (77^"7->7\t:x*7*7*<f, 
NJ) (Pharmacia. Plscataway. N 
J) *5/.^OTh^?7<T«8»*lfroPBSClSH 

SMCCiaicJ:«F (ib' ) j * / ^o-t^R*^ 
<0C 3 at?* KOi^ 

C 3 a (57-77) Ktt, * 

+ 1t->l-*;U>K*^U-h (auccinimldyl 
-4 - (N-malelmido methyl) eye 
lohexane l-carboxylate) (SM 
CO *«M LTF (ab' ) , *J 7 c-T-JUttfclCtS 
£ * & *l -S 0 (M, (M. Herman, e 

t a 1. . ) J&fcTE* ntl^^Rtt^tt^^ 
7>* Kttftttft-ffJIttadl I L - 3 <0 5fcfc*tt*B»C 
*-ott#*5Srg*irSJ J. Immunol. 138 : 1 
099-1104,(1987)) 

*J 7 o ttf*© F cfcttKADSlflU*!;: 

#-*J|tf Et**** C ^tffiffl L 

■CF (ab' ) , 7»/>>HcttKSft*. N -*«!'-> 



XTW>»**£t;, C3a (57^^77) (i * - h J* 

C3«^7f K (lag) «pH7. 5-C 3 0 0 /» l®4 
M/Tti^-C^-PBS (guanadinlum-P 
BS) f=»IW* ft*. P H li ft 3 LQ1 7S^Hj PO j 
3 4 40Bl=aWeJt 0«»*n*, COfcatttt'f-tf 
>^('receiTiag)»(17xl00mm) K CC 

F (ab' ) 2 St«(60aaol«) « p H 7 . ST 
1. 0 m I P B S IC*JW**V^-3 i> / *A># b L 7 i K 
(DMF) ti#JWLfc2 4 0 0 nmo i e « r»*J (S 

mcc) £Kjes**-3sa-e3 o^u^tstf &n*o 

F (ab' ) 2 »61S&tfir777*?X (Sepbadex) 
(7t-?V7, tfXA;<Jx-f, N J) (Pharma 
cla, Piieit»wu. NJ)G-10*n 

(2mi ) ic«^*n> i#n i 5 o o GvS'bdtt*n 

fr-sU (re ce I v 1 ng) Wl=*l6 £*l So 

rt*i»ttpH7. 5«3 3 0 0 /ilPBStft*L,*-5ff 
-*&#»*n* a pBU*7. 0**tf7. 7®mi=M» 

$n*o«6*tiS«-e3 *w**»-tf 
!B**n^ta;*W4ic-cffff*Ti*o 

C 5 a ttllttttoMKIV > -/«--< 5 f 1 - 

httliSPDPt«^fCF (ab' ) j R*ir>S^* 
n%, *ftlil/lC5a-F (ab' ) j a^^t^fiS 
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H4 

Otr^oxh-^(Vlpro8tol)0»d 

tf^oxh-A(Vlproitol)ll, 1 1 - fc K 
o + S ic J; ^ T > x •- T a - * vu© X - ~ 7 - i. 
(a cla-aconityl spacer arm) 

tttSDt-i;iiu!)WiiiFne;iA<ri* 0 cork 

li i3 ^ T * 7* o * h - /i, (VI p ro» t o I) (5m 
g) fittlftff rtTf 1 tn I © 0. 1M N«j HPO, C* 

»sn^^*#ST»ffl*n«. *^»« (5mg) ©vx 

-73if/t (c I a - a c o ft I t )r I) 7 > fc K U K 
(7>K'J»f ^U*» + WI) (A I 

drlch Chemicals, Mi I w a u k e e , 
Wl) *<Stf tt*<&&ttl=*<9 < 5 £ SO A $ ft* fropH 
14 1 N NiOH(itSI< »*.* :ilU08i9OM 

^^^Snfctfto^h-^ (Vi proa to i) <D b 
U-ir- (t racer) (4SE J&aftttlCtt A S>ftT Je < „ 
K£©««li»»7t/-h©*-h3i>*$''37<-fc,fc 

->r*~*-aft*, »**0#tt**ff««ai4£**tt© 
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t*Cci:J;!)i«rtJftTUV' 8 * / 9 a - +■ /wftftic 
traAh-A (Vi p roa t o I) fc*, 
^-73if;nrraxh-/l/ (c I a-a con 1 t 
7 I Vlproitol) R*fcl4L yra- t * fcliL 

iftfrtot** *<c p H 5. 0Sil?3 0^W*»* ftTi> J: 
S*ti»TU. ^oaA*lit7rf7n (Sep 
hadex) G - 2 5 * 5 A *a U T\ * fc tt F' P L C> 
a-ro-x (Supe r o a e ) *f A^at 

« 5 

± ft < * Na I 0 4 O 

<fc*n*. *<fc(= i*^^*>rttc^Cfc7^f t KSI4 
is? 7«**»fetr«fcl6*y *a-*A>ft#J:©-NH 
2 «(cSJCr*«6 5, f y 7tt**S£l4* *K/*A > 

4fc*u0. 3 m «/m I ©WCN b B H 4 KJ: 

M 6 



t x h '* * y (ma s t opa ran) OjStti^t'l' 
li'^f ***^7; K (dime thy I formam 
i de) Ct*t4N-t Ko + i/X^i/>^i K (NHS) 

A**#'^iK(DCC) L fcK(Cc J: -,TII» 

$n* 0 DMFfcei^iTX h/<? > (raa a t p a r a 
n) Sjt£Xf;lOSitti^i:pH7. OtLym-1 
irjiLyni-2t;;n - r /pptHcfcSCflStttcJo*. 4 
tu *omt i *M*& 2*w*»*TKje**&n*o 

(iet«Lfc7 , o^-f >ii«^»«iijto»*#n* 0 an 

* (Sep&adex) G-25 < 7 t ^ t f 7 n Xzi7 
N J') (Pharmacia, Placate 
way. N J ) *7f At«ffl-#-*y/Uita^ a ▼ >• /9 7 
-f -K J: t) »i*ft$ C » «6lc*v*Tfca* 

fc T * h /< ? >© h l/-tr-*«-*'Cftffi*ft<5. 
fl 7 

CD I CJ:*U!»-#llWtt*yy o-*;Utttt^©-< 
>^-o/4-V - 2 

t&ft&K > f -o -f + v - 2 (rIL-2) 
3 _^ u -.> l >, x> ij-^iK A^^AiT) (Ce 



tus Corporation, Emeryville, 
California) I* 0. 3 m g * fc 14 1 . 2mg/ 
*<HT (viai) t«CJ:^<0^ Cv i a I) F*J 
lcffl«*ft4« Ljrm-lOJ!ii:«a1*Afc*;^a- 
*-/Wtt*f4* pH7. 4* UVH'<»7T-(buf!i 
r) -C£f***<0. 3m I *<4**ft* jL?iC, rlL- 
2 i; , l-->^o^+>^-3 - ( 2 - * ^ + * * A- 

( TCD IJ ) J: N - fc Ko + i';uU**?'>W i 
K* 1 : 2 : 5 0 : 5 0 © % Kit T L T * 6 * ft 4 , 
KM**!*^*-*******. 4XIT15£M4 

0 0 0 r pm?Wttil, wattottaptfri*?*-** 

*Xh5>TBfflt>^y*ftfc-tr7r-? , *^X (St pb 
adex) G-100A5Ai;«^T;o7h/?7-f- 
$ft4, COjfttfiJitKiTr I L-2H)«l-2 
^**<**/^o-^^tt<* ( TmAbJ ) 
n5, ^OftSEttALfcHaWWliS 1 m g/m I K 

«»*ft, «KSii*sn^o«iiT4fe»ff*ft*, 
El 

rft*«^<o^ :/*-o-f + >-2©«a 



-16 



Z a SESttrtlfitlfcttLr. lift© 

K*tf*riL- 2©at&©f*EA<* ft*®aa&*(Eia 
«>**(**Aitt mix* mm<o%&&*m 

l^r. r I L - 2»6f*©»«li* fctAtf, mtivfi? 
<< ?omvfe9<Qfi*>oi/xtl + i- Cc i «-p I a t 

2Li 

ffUffftrfttt'*** KO^g^E*!**; *n -*-/!,«;#© 

COmRNAi^, ftffi / o 7 >J ;/ © H *J J; L «© W# 
O/:*i<0cDNAi^ffiSn«, w© c DN Ati* 

1) 3-*i*ttK£*?<Jffl UTS <f>* n, 2) EFJ 

ftffiS ft* fro 3 ) «Hx>K*?tx7--tffCJ:$Tvtf 



4-503945 (17) 
»fc, *$ic&»* its? 

2*3 0*tti l - 2rt$r*, * n*n© ft 9t 7»J 
A* rtx* *> 5 L< (*»©*©£«/□ 7 y 

* a t* s t c * 5 a a * n * a se « * * © a ts « s £ 

r I L-2ftS^*#©»MKlffitt*tt*+*fcl&»c* 

mm *£■***©»*»£*<, p h ak * e> a bw«»* 

nfc«, r I L-2±£t>l=7BMIHIJ»**n$. R(C, 

«iKtt***nr r i l -2*<ai»A%n. i o**«& 

ami**? J:^ttfettHA<W^tifcR PM I - 1 6 4 0 
K*««*ft*. 1 0 s ©ttlS*$t?l 0 0 * 1 *<s R'l 
*«flt©fcSS«&f* (f^X hK»> * rIL-2 (iE©3 
>ha-rtO te*tfL7m-lfcL<tiLyni-2 (A© 



CiO U5 I-IUDR (New Fngiand Nu 
cl eft r Co. Bob ton. MA) *< 4 «» HI © Y > 
i/ „ >»«IC^HT«msnfc*, 37TT24 

MI^DiHtffli'Tl ®ife»**i* C t tc J: 9 ffift* 

iCJSt), *J&i«*-*fcaiC. log 

2 © r I L - 2#Rlc*t IT 125 1 - I U D R Kiif - f 
if a y ht * Z t#X& 50K©** 1JS I-IU 
DRStii (yteffiS) fcis^TC ©&**<&*?* a > N o 
-/HS#© xtil»*fflE«i*. r I L-2fStt0 l«v h 

*#H««J© r I L - 2 7 f-*TT3S« 

W 1 i 

*J v- + il,ftWLym- I £ J: 6 jfli**IBfl0l!9 

£»:rt<!3»Ei:*Jin I L - 2 IfllfffVttttftfiESffir*© 
tS*f*Itt»m*i itf 'J 

«*©L y m- I ©JCti&*a*r Sfcfcic, 0. 5gf- 

y (Raj o 'ji/^n^aeTf***-****'*****-* 

5E©vtrX©WA<, 50^Ci©I-125Ttt»tte^ 



^AintLym-lOF (»b' ) : 20>aa<oei:4lI8 
©0#HU *fc«2 t/2^Mtc*Jt>r, lfll»rt(^^ L 
ym-1 (3^o-/H *fc(iLym-I/IL-2ft 

Ji^ ««©L yn-l/I L - 2 JftlWtt£#*t8« L 
fcCftiOTnii, att«3>Ka-^»cJ4LrmAb 

H) ^ tt^*tc«ff L (JtoWSa#© 3 0 - 5 0 m®H 
lC*J^-C*^©itt* ; % 3 B) , frOmAbOft^OI® 
2 l/2B*Wrft^©»JI*<i7%$n« J:-? ICB#M(ftfftt 
CJB4E) r*4o 

W 1 2 

#v-i., ^ -fc 2 ) rfi&m*/ 9 a-^;utt«: x Ofil 
W, * ^ /?o -«^/^tt*^ tfclt'i 4«V- AjJ<r&ft©fcto 



K»*f ;HC*J 1-13 L Lym-l F Ca 

b' ) 2 *tft*f$ 2 l/2l*Wmi=**t*Lym-i 

&<x<. *©tt©»£tt*JBaic*tv-cRf*<fc*n»*. 
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$2£ M J5£i:..M2F l * CTB 8WVICC8 OH LIST, mi BIDLOOICAL AB1TRACTS 
*U«WATeD PATENT ST8TCK . SEE ATTACHMENT TOR SEARCH TERMS 



Sancar ^ataarch, Vol. « (24, Pe. 1), 19«s, 
Ei am thai at al, "EfCaet of eovblnad thtrapy 
iltti lyapho*lna-aetlvat«d <lilac calla, 
ntirlauKln 3 and •pacific Monoclonal anti- 
body on tftibLiihi^ Ql« ultnoN lung 
a«ci pa$a» 7i4u-Ti4S, s«t abatract, 



en»«ic*L ibatractt, vol. 1U9. i«uu, 
Ciaanehal at ml, "Oroaallncing of antl-91* 
malinoa* aonoclonii antlbodlat to Lyapho«lna 
aCtivatad MiUfC (bin) calla* poaalbla roll 
In tha tha rap/ Of 316 MXinoH', paga SJ7, 
toatract 10 , 909iiw. Clin. F,ip. H«t»«t««t«, 
JH7-4UV. 



1-J9 




IB OacamQar 1969 
ISA /US 



0 S ^ftH 1930 

FIORINA 8. Hftrrra 



Cancar »aa«areh. Vol. 4b(J), ifun, lUwaa* tc 
al, "Coablnad tharapy of ale* baa ring A 
lynphokina-actlvatad KilUr-raalatant tuner 
with racoablnant tntarlauxln 3 and an anti- 
tumor monoclonal antibody capabla o£ 
inducing aniibody-dapandant callular 
cytotoxicity" , pagaa 1173-U7V. 9mm 
aba tract. 

Canear ••■aacah. Vol. 4d, 1Mb, Sand* at al, 
"Correlation of Viae iliac Paraatblllty and 
Blood Flow with Monoclonal Antibody uptaxa 
by Human Clouaar and *«nal C«L1 xonogralta", 
pagaa ltfb-m. 9mm a bat tact. 

J. of Biological waaponaa Iodic laca, Vol. 
7(3), 19tW, 9nar*ood at al, "lolubla Olucan 
and T*yaphoclna-^eclvat«d Kitlar (tMG) Calla 
In tha Tharipy of E*parlaantal (fapatie 
Kataataaaa", pagat IU5-19V. 

Hatvra. Vol. 3J), 4 laptaabar L»W6, Philip 
at al, "Tuaor naeroala Castor a» laauAoacdu-. 
Utoc and Radiator of njonooyta cytotoxicity 
tnduotd by Itaalf, *f - Infcartaron and 
intac lauKln-l", pigaa b6-«9. Baa abatraet, 
paga 67, column 2, laat paragraph and paga 
89. Una* 1-7. 

jnci* vol. 74(3), Karen i?ue, sayth at «i. 
-Bpaclfte Tacgattng CnocaabuclL to Timor* 
With tha uaa of Monoclonal Mit Ibodlaa" , 
pagaa SUI-SIO, la* abatcaoc. 

U.0.. S. 4.7»3.e»4 {raajntti IT. V,. ) 

2b Juna 19bd (iaa aba tract, eoluan 4, Una* 

Jb-49 and ooluan t), Una* 3b*»u). 
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iMMtvinTfiiii 



U.S. , K, 4,724,213 (CT9TlfM) 

9 Pabruary IBtM ($•• abatraet and eoluan T, 

llnaa 10-lu and 42-49). 

U.S.* K. 4,724,312 (UtTtltt) 9 r.abiuac* 19t 
( — abatraet). 

ChaaLcal *batraeta. Vol. 109. 18i», Bar gar 
«t ml, "Tfta C tarmlnua of. tha anaph/latoiln 
CJa eauarated upon coaplaaant activation 
rapraaanta a naoantlganlo dataralnant -Ittt 
diagnostic potantUL". pa«a 911, *batracc 
HO. 117U5Ju, J. ZBBVtlMl., 19d*, 141(2), 
S31-»». 

Canoar aaaaarch. Vol. 4o. Juna 19**, ■ 
tpanatoa at al, "Llaltatlona oi vadlolabala I 
Konoclonal Xntttedtaa tor Realisation ot 
mman Naoplaaaa, ptgaa 2W3-2191. saa 
aba tract. 
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51/00 

[F I] 

A61K 43/00 ADU 8415-4C 



31/557 9454-4C 
45/00 ABK 8415-4C 
49/02 A 9454-4C 

37/02 9051-4C 

37/04 9051-4C 

37/12 9051-4C 

37/54 9051-4C 

37/547 9051-4C 
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* J* 06- 36 1-2 Ml ( ft ) 
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I 7. W£ 8 0 jmwr •?-G>imtirtZ>* I Gi: 

>^>{7 0 I 5CKD) 3*fc(MKi£tt©f£6tt. 

1 0 . KUHJUCIfcH, 3 C , 3 0 0 1 2 0 0. 000 t©IB©£ Mb£fr* 

4 * teKttTMB*. 5 , tt#fl 1 , 3 * ft It 4 *3Wt©**Mt, 

2 1. ntfVKfl-A*, ?>7u vi-> Claninin > , J,-Jtr?IV& 

2 3 . fii&fcfaK 7 ^ .fctf h n > t* £$t\ WWil 2 2 i;li«<i) 

2 G . WIEttHuS* V -* ^ 'J 6, 2 4 l&JUDttAf*. 
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2 B . ftEBtMUS<? Y ? 'J >jSW«ScWl^ffli*, 4 i:fcR<01S&W, 
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